3T3-L1 pre-adipocytes (day 0) were transfected using siRNAs directed against CTCF (si-CTCF) or a control set of non-targeting siRNAs (si-Control) and concomitantly induced to differentiate using the regular MDI protocol (A) or rosiglitazone (Rosi) (B). After 3 days, cells were harvested, stained using trypan blue and counted. The number of viable and nonviable cells is reported relative to the total number of cells at day 0. Results are means ± S.D from 2 independent experiments performed in triplicates. 3T3-L1 adipocytes were transfected using siRNAs directed against PPARG (si-PPARG) or a control set of non-targeting siRNAs (si-Control). RT-qPCR assays were performed after 3 days and results expressed for each analyzed gene as relative mRNA expression levels compared to those obtained with cells transfected with si-Control, arbitrarily set to 1. Results are means ± S.D from a representative experiment performed in triplicates. Statistical significance was assessed using Student's t tests for unpaired data. *** p < 0.001. Analyses were performed as in Fig.7 and show average DHS-seq (A) and FAIRE-seq (B) signal levels in 3T3-L1 pre-adipocytes (day 0) and adipocytes (day 6) at gainCTS. All gainCTS were centered (arrowhead) and a region spanning 2.5 kb on each side was analyzed. Analyses were performed as in Fig.7 and S5 using gainCTS, which were previously separated into 2 classes with respect to their distance to the nearest RefSeq gene transcriptional start site (TSS), i.e < 2.5 kb or > 2.5 kb from gene TSS, respectively. 
B)
Western blot for PPARG was performed using cell extracts from 3T3-L1 cells and HEK293T expressing Flag-CTCF (Input). Proteins co-immunoprecipitated with Flag-CTCF were also analyzed. PPARG appears in 3T3-L1 adipocytes as 3 bands including PPARG1 and PPARG2, as previously described [3] . Only the smallest from of PPARG is barely observable in the HEK293T input and was not co-immunoprecipitated by Flag-CTCF. A) CTS from differentiating human adipose stromal cells (hASC) (days -2, 0 and 9) [4] were identified and analyzed as described for 3T3-L1 cells. Note that CTCF ChIP-seq data from day 3 were removed from the analyses because of its significantly lower quality compared to CTCF ChIP-seq data from days -2, 0 and 9 as judged by using NGS QC Generator [5] . 37,149 conCTS and 16,348 dynCTSs were identified. Identification of 8 different dynamic pattern of CTCF binding during hASC adipogenesis was performed using k-means clustering on dynCTS. CTCF chromatin binding intensities are shown for all CTS from the 8 different clusters (clusters A-H) at days -2, 0 and 9 of the differentiation process. The number of CTS within each cluster is provided as well as the average binding profile (red curve).
B) The presence of CTS from the 8 different clusters identified in A within 25 kb of the TSS of RefSeq genes induced during adipogenesis and bound by PPARG (Induced+PPARG) or other genes. The fraction of recovered genes is shown for each CTS cluster relative to that obtained with "Other genes", which was arbitrarily set to 1. Statistical significance was assessed using Chi-squared with a Holm's correction tests. *** p < 0.001 Average TET1 (A-B) ChIP-seq signals and 5hmC levels issued from hMeDIP-seq (C) at CTS specifically detected in mouse ES cells, heart, cerebellum or cortex. Cell/tissue-specific CTS were determined using all available CTCF peaks from ENCODE. Details of the TET1 ChIPseq and hMeDIP-seq data used are provided in Table S1 . All CTS were centered (arrowhead) and a region spanning 2.5 kb on each side was analyzed. C) % conCTS from clusters A-G that overlap transcriptional regulatory regions active at days -2, 0, 2 and 7 of the 3T3-L1 differentiation process. Active regulatory regions were defined as those significantly enriched for H3K4me1 or H3K4me3 and H3K27ac identified in [4] .
D)
Average RMA-normalized mRNA expression levels of genes associated with CTS (genes with at least 1 CTS within 25 kb of their TSS) from the 7 different clusters identified in B at days -2, 0, 2 and 7 of the 3T3-L1 differentiation process. Results are means ± S.E.M.
E) The indicated categories of RefSeq genes were analyzed for the presence of CTS from the 7 different clusters identified in B within 25 kb of their TSS. The fraction of recovered genes is shown for each CTS cluster relative to that obtained with "Other genes", which was arbitrarily set to 1. Statistical significance was assessed using Chi-squared with a Holm's correction tests. * p < 0.05; ** p < 0.01; *** p < 0.001. F) Average 5hmC levels issued from hMeDIP-seq data obtained using 3T3-L1 pre-adipocytes (day 0) or adipocytes (day 8) at conCTS from cluster G (using sites localized at active enhancers as for Fig.8A ). All CTCF sites were centered (arrowhead) and a region spanning 2.5 kb on each side was analyzed.
